(i2)*#i*ta a ic s s x & m s titz m ssa » 



IT IE US 



(i9)i&^fiiMm^fii«iii 

(43) SfS^M s 
2004 ^11 B, 11 B (11.11.2004) 




ii hi 1 1 1 ii 1 1 in ii iiiiii mi ii mi 



PCT 



(10) 

WO 2004/096276 Al 



(51) mtSftPfftW: A61K 45/00, 31/22, 31/366, 31/40, 
31/4418, 31/47, 31/505, 31/404, A61P 3/10, 43/00 



(21) mmmmm^: 

(22) ilSUIIQ: 

(25) m^mmomm-. 

(26) m&teffltonm: 



PCT/JP2004/006093 
2004 £27 B (27.04.2004) 
B#g 
B*H 



(30) ffifcte^r— *: 

4#ISS2003-123781 2003 *P4 £ 28 B (28.04.2003) JP 
$#112004-012257 2004 ^1 £20 B (20.01.2004) JP 

(7i) mmxmmz&<±x<D%%miz'Di\x): 

jC#4± (SANKYO COMPANY, LIMITED) [JP/JP]; T 
103-8426 * A E B**S*BT3TS 5#1 ^ 

Tokyo (JP). 

(71) fflEIA*}<fctf 

(72) #6SH#: Ttt fi|5 (SHIMOMURA,Iichiro) [JP/JP]; 
T 560-0003 *BEi& g*rfi SS^iJ 1 TB 3 3# 

1 1 # Osaka (JP). 

(72) fc«fct; 

(75) &wm/mmx /^nicoi^r©.*;: a* smt (tak- 

AGLToshiyuki) [JP/JP]; =f 140-8710 KJRtS SJH E £ 
Bl1TS2f 58# = *^5C^ttrt Tokyo (JP). 



(74) ttlA: Sgjfe (OHNO,Akio); T 140-8710 SCJiC© 
fflJIIEffiBri Tl 2f5 8#=*«55C#*trtTokyo 
(JP). 

(8i) tt£Brx»o>ttiMiv. ^TroasosrtftBiA* 

pI^E): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FL, GB, GD, GE, GH, GM, HR, HU, 
ED, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NL NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM ZW. 

(84) ttjtBfSjiva&iMRu. ±x<Dmm<»&&&mti<'S! 

t&): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, SD, 
SL, SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), 3 — □ V /< (AT, BE, BG, 
CH, CY, CZ, DE, DK, EE, ES, FL, FR, GB, GR, HU, EE, 
IT, LU, MC, NL, PL, PT, RO, SE, SL SK, TR), OAPI (BF, 
B J, CF, CG, CI, CM, GA, GN, GO, GW, ML, MR, NE, SN, 
TD, TG). 



(48) Z<DZTjEf&<D'£fflB: 



2005 ^3 £31 B 



(15) STiEffiSfi: 

PCT#-tf V V it? 3 >n© No. 13/2005 (2005 *£3 £ 
31 B)£#EB 

mm*] 



so 



O 



(54) Title: SUGAR INTAKE- ABILITY ENHANCER 

(54) %H<z>£fr: y &*nm&*i 

(57) Abstract: It is intended to provide a medicinal composition containing an HMG-CoA reductase inhibitor as the active ingredient 
which aims at: enhancing the ability to intake sugar into warm-blooded animal cells; treating diabetes; treating or preventing diabetic 
complications; treating or preventing diabetes or diabetic complications caused by insulin resistance syndrome, and so on. 

(57) S*ft: 



WO 2004/096276 Al 111 HI II 111 H 



WO 2004/096276 



PCT/JP2004/006093 



M ; MMft XifiiK£. Bm7££fcH&mR*©fe* ; (AMUSe. TO, # 

i«jfiLi»^> »m7^ mmmffi. %v<\z\ cnum. to, w 

i itfc»2t^±©HMG-c o AX%mBm©^s«jUMicj^'r«.aiiLn« 

Wttffi^^fcttttjBatS*©^*;*^^^ GNUK& TO. BlW, 

■mfib7^ fcasttsas. %v<\z^mmm&wm mmm> to. awm, 
mmmmm*ists) ©M*fctt*Kf©fc»©#isicwT*. 

[«*aiin 

aie©^*^**, huk^ ««^©*Rj«'&»^*9i*3B2i'r. 
/bs#u iSjfiLis^, ■nm&f&, tt*gKg*«r, &u<«, ffimm&wmomm&tziz 

^ffi\zmm~T?&%> (Homko, C. J.S, Diabetes, 2003 Sg52#, p. 487-491 ; Giannoukakis, 
N, £>, Biodrugs, 2002 *?, 3M6#, p, 149-173). 
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«Mfa&fla£» iftjfiLJE^) ^fcttMoii^^^WJra^^^^S^ 
&££#7LBnTV>3 (McVeigh, G. E. S, Current Diabetes Reports, 2003 3 s , ^ 3 #, p. 87-92 ; 
Chaudhuri A. £>, Current Diabetes Reports, 2002 3 s , ^ 2 p.305-310;SoriskyA. S, American 
Journal of Therapeutics, 2002 £9«, p.516-521) 0 -Y >X 'J >Jg#tteteU *fllia(»fc* 

#E£iE^£i*£d£#&£>nTV:>£> (Vazquez, H. 6, Methods & Findings in Experimental & 
Clinical Pharmacology, 2002 % 24 #, p.513-523). bfc^T, -f>X'J>Oit^ 

^3$f£JB£^Td£#ftSnTV>3/^ (08*.tf, Zhang, B. 6, Science, 1999 ^, H 284 #, 
p. 974-977; Merrill, G. F. £>, American Journal of Physio logy- Endocrinology and Metabolism, 
1997 £I 273 #, p. El 107-E1 112 HMG-C o A«5c»*IB^3^fflJliL»«J«lllS^©* 

HMG-CoA (3-t HD^-S-^WMU^-CoAj «7C®mia*^I«, « 
jfoffii&**ibT«k<»5nTV>* (08Atf, *a#^ 4346227 ^^#^)„ **^>«tt, 

(0!l*.te!, MacMahon, S. S, Circulation, 1998^, ^97^, p. 1784-1790 ; Shepherd, J. 
£, Lancet, 2002 3 s , ^ 360 #, p. 1623-1630 ; Freeman, D. J. £>, Circulation, 2001 3s ^ 
103 p. 357-362 

b;&>bft#S> HMG-CoAItcMW ^JfbJSlE, »Mrt£f^ feb< 

&*gK&&i©teft$i£« *«k^ n^ttof&isfcH^^is^t^tK, astro* 
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*^«> 1 l^&tt 2liJl±©HMG- C o AlTC^Sti^f » t UTttt^> 

t^mmm.mmm. mmm*±* mmmm> *>u<«> mur^m ohmjue, to, # 
sfmm. mmm^±. mmmmm. %>b<ra, itm^^Hs mmm. to, aiw, 

(1) 1 2 IfilhOHMG- C o AjS7C»5lllH«W*^»^i: U*C&*rr 

(2) 1 2 iPi±®HMG-c o Am7mmm.wm*^Mft t LT^rr^-r >x u 

>#&TT©MifeIfrtM^©ttl& 0 a*IU«3Sl©fc«)©EII6lftj««, 

(3) HMG-CoAl^M», 7?rtX*9->* D7tX^^>, 7 

*»6»:S»«fc0a!R$n*»SWC** (1) (2) ©B%ttLJftfc* 

(4) HMG-CoAa7C»*ia«Fffl5&«, MftOHMG- C o AS7G»*E*»l"Cfc5 (1) 

(2) ©BXffiJ$tt* 
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(5) HMG-CoAS7C^mg&^J^ 77n^2^>&&TfV*rt7.?^>frB1S.2>m&r> 

a^snsaswT** (i) (2) omMMf&m. 

(6) HMG-CoAi7ci$MJ^ y5;U^?>T»« (1) &tt\t (2) OgM 

(7) y^Ax^>, d;u^?x -»ax^>\ 7)v;w?r>* tu/u^x 7 

(8) ^7/U^^>, D/U^fX 7JWtX£'3 t >, t'J/U^fX T 

o)i 2 @j^±<D7K^tt©HMG - c o Am7mmmgM*^%}f&ft t. vx^mt^, 

do) im^rcU2m^±<D7^m^(DHMG - c o AMTmmmmM^M^-tvx^m'r 
&ittes -f >x u >ifflKttfiE«»icjBH-r**s*t^ffi <*h«^ me. biw. 

S»IR2SJfi*'&irt ©^fcb<tom&©fc*©B3£l&J««K 

(1 1) *»tt©HMG-CoAjt7C»*E»»l*«, ^AX^^X^rKnXA'X^^^S 
^^>P±0M^$n§^JT*^> (9) (10) OElMi, 

(12) *»tt©HMG-CoA«5c»*ia«W*«» (9) *&tt (10) 

©l£%&J$<KK 

(1 3) ia*fctt2aK±©HMG-CoAfi^»*E«ffl©^**^»*fci9:-^'t**fi 
jfa«»^aaiiS^©«S5l 9 £*tBi<J3a©&«>©#8u 

d4) ia*&tt2a«±©HMG-coA«^»*ia#ffl©^ssajiiL»'»fcift#"r*-f 
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(15) HMG-CoAi7C»*IS^ y7/U^f>, P/XX*^>, ->WU^f>, 

yimwf-y. ±VrtX9*>* 7hJWU^fX tf*nx^>, &J;t^ n^;U^f 

>*>53&s»«fcDa^sn*aiSii"c*s (13) (14) 

(16) HMG-C o A*7G»*B#»I*** 7jc^14©HMG - C o AjB7n»*H.««T?** ( 1 
3) Sfctt (14) ©#fe 

(17) HMG-CoA«$M^77/U^?>fei:i;PX/U^f>A^&m 
D51&2ft3^$iJT&£> (13) (14) <D^m> 

(18) HMG-C oA«7C»*ia#^ ^/U^f^ftS (13) (14) 

(19) y7/u^f>, a/u^fx ^>;u^f>> ^;i/A*x^5 1 >> t'j;u^fx 
Thjwu^fx tr^;t7.^^>, *5«fctx, nx/ix^>^£&&iM;Dji;K£n£ i«£ 

(20) n/u^^x e/>;u^f>, 7;wu^?>, tu/u^fx 

(2 1) ia*fctt2a^±0*»ttOHMG-CoAa7^»*IB^OW^*S^» < ft^ift 
(2 2) ia^fctt2ttJ^±©7K^14©HMG-CoAM7n^S^J©^**^S&^^S 

nit. wmmm^w ©te«?fcb<tt^©fc&©:&i£* 

(2 3) 7K»tt©HMG-CoAJt7C*3tBl*«l^ ^7;U^f>i3^nx/U^f 
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^Sf<):t)M£tiSi^$§ (2 1) (2 2) <D2f&, 

(2 4) jjcftttOHMG-CoAJgTcM^BSRW^ y7/U^f>1?*5 (2 1) (2 
2) Sfctt* 

(2 5) UIMbAtb (1 3) (2 4) ©ViTn^©^flsT**. 

#5S9i©^J^fc^T&*HMG- C o AX7G£XffigRfltS« HMG— C o ASte^E. 

^M^^-r-fb^T^n^, #}cpi^«7fe<, mtf, wmm 57-2240 -^^k (3f^iw 

4346227 *93»ltt) . #HBBS 57-163374 (^H#^ 4231938 ^HJfSffl^X #MHg 56-122375 

WmftWm 4444784 #«iNfl*), # MBS 60-500015 -^38 (*H#ffr1g 4739073 
*), 4#W¥ 1-21 6974 #££g OfcHflMfffB 5006530 #91*01*), *&M¥ 3-58967 #&$g (*H# 
fFSg 5273995 #93811*) « 1-279866 Ofcg#ffFlg 5854259 ^RtffjS 5856336 #SH*BI. 

*), £fctt, 5-178841 #&S8 OfeBaWfP* 5260440 fclBRSnfc, HMG — 

coA«7G#*ia*FflUB*^*^ 

XA*X^^>^©«k5^7K^ttOHMG-CoA«7C^Pl#^ia. 

T> zK^-ftOHMG- C o AMjummmmmZs U >TO» (PH7. 0 8. 0, *mfctt,"pH7. 0 
75M7.5, <kO*figfcEU PH7.0) £ 1 S—nramW&V1ttttt&<Dim Clog (1 

T» iOSFStett* 0.0OT) 7?2b^)HMG-Co AM7D^ia^J"e$>^ (McTaggart, F. S, 
The American Journal of Cardiology, 2001 % ^ 87 p.28B-32B; Chapman, M. J. £, 
Atherosclerosis Supplements, 2002 3s p. 33-37 ; Shimada, Y. <o, Progress in Medicine, 1998 
¥, fgl8#, p.957-962) 0 ±$&ft&&$ttitt* [Partition coefficient (n-octanol/water), 
0ECD guidelines for testing of chemicals, Section 1, physical chemical properties, Paris, 
1981^, p.107, ; Shimada, Y. <o, Progress in Medicine, 1998¥, J&18#, p.957-962] &fz. 
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V>T> fyrtXfT-XDffimmt. #MBS 57-2240 (KmWWm 4346227 #BJ«H») KfB 

m^nfc, hmg- c o AM7c^M^*wr^^'§r^sfe«^tie»©ms±fi : ^$n^m 

%U<ttxXr^36D, DX/U^f>0WH 5-178841 ^* (*B#B¥3I 

5260440 ^BJjjiffl#) fc|B«3ft)fc» HMG- C o A«7C»«IBWffl*^rr«^«*^tt*^ 

^7;U^?>^ 57-2240 GfcHWttfg 4346227 -^BJM) £13*3 flfc, 

(+) - (3R, 5R) 5>-7- [ (1 S, 2S, 6S, 8S, 8aR) -6- fc FP4 1 S/-2-* ^;W8- [ (S) -2-^ ^ 
;i/^U ;^^'>]-l, 2, 6, 7, 8, 8a-^lJ-b H U-\-^7^-)V\ >iTS D > ^©^Si^ 

D/U^f>H #MBg 57-163374 OfcH4$WF# 4231938 #9HR») KUBttStlfc* 

(+)-(lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a-^3rU-fc: H P-3, 7-^*3^-8- [2- [(2R, 4R)-5=- h 7 1 F 
D-4-fc KP^->-6-^-^V-2H-tf ^WJWlfM-l-t^f^ (S)-2-^^;P^l^- h 

56-122375 ^ Ml ( * @ # ff§ 4444784 ^ BJ *ffl » ) \Z. 12 ft 2 tl & , 
(+)-(lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a-^\^i^ti H n-3, 7-^3^I/-8-[2-[(2R, 4R)-x b 9 k F 
P-4-h Hn^->'-6-^y-2H-t!^>-2— r;i/]X^;W-l-±7^;i/ 2,2-^;*9 L ;K73 t V- h 

60-500015-^^ QfcHWWIB 4739073 f«Mt) KfifcStlfc, (±) - (3R», 5S*, 6E) -7- [3- (4- 
7JVtn7i x;W -1- (1-* ^UX^W -1H— f > K-;U r 2— T ;W -3, 5-5? h H n 4r ->-6-^y r- 

vv&mm) zn-s-tZo t»j;u^f>it 1-2 1 6974 (xmft&m 5006530-^ 

BJ^H*) CEttStlfc, (3R, 5S, 6B)-7-[4-(4-7;i/*n7xX;W-2, 6-S>- (1-* ^X^W -5- 
;* b^v^^HfU >-3— f ;W -3, 5-S? b H P^r >S!T& 0 . ^OlHaiW^S tl 

/\***^>«, #H¥ 3-58967 OfeH***^ 5273995 .fcl3«3nfc, 

(3R, 5S) -7- [2- (4- 7 )V * D 7 x X Jl/) -5- (1 - * ?-)V3L?-)V) -3- 7 x X^-4- 7iXJl/7$;*^ 
#x;p-iH-t!n— ;u-i->f;W-3.5-5?t HP^v^\^>mt?afeO> ^•©ms±l i t : ^$ti^ii i fe 

7;^^>«, ^H^F 1-279866 *t&SB 5854259 ^BitKS 5856336 #BJ^H#) }CfSm 
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Stlfc, (B)-3,5-^k Ho^->-7-[4' -(4" -7Mn7i^)-2' -^D^DW/ij> 
_ 3 - -^ju]-6-^\y^r>®?T*0, *©^±tt«ans*fcb<ttx;Wt' (09*"«» JtlBbf 

« (^S^ffSH 5260440 ^mmm) KlffittStlfc, (+)-(3R,5S)-7-[4-(4-:7Jl^n:7x:n;»-6- 
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COOH 
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COOH 



_hfEHMG-C o AljciiMJC^tl'fe.^BJOHMG - C o AStu^ES^J^^ 

57-2240 -if Wm<&%tm 4346227 -^BJi|ffl»)> #|H§Bg 57-163374 #4^* (*H#ffFff£ 4231938 
#HJiB»), ^HIBB 56-122375 4444784 ^0J«ffl#). #P8R8 60-500015 -if^B 
(^S^m 4739073 -%BJ*ffl#), #M¥ 1-216974 <^@#^fil 5006530 ^BJ«ffl*), # 

• 3-58967 ^'&mvmfttfrf& 5273995 ^^ao^m^ 1-279866 wmftftn 5854259 

^Rtflg 5856336 ^BJ3jfffi»K #H¥ 5-178841 *H3tfR <#ffl#im 5260440 *HMB«) « £fc 

mm±.<Dmm^mm 
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mmi. fmihv<imtfwm<Dm\t.vx, ^inwfc mm\zu. momz) s^-r^^t 
^m<dmmu. mmu mtmu mmu $L<m. &im, m&mmu mwvu 
mtt mm. mmmmi&M&t£umm$k®.MMT-$>Y)m%>o ^m&m&mz. mm. 

A©«k3fc3immitS4*: ; U ^SWUl^tfAOJcSfcy ; KK^^^AOi^JfeKtt 

x^ 1/ >^ U n 9 . 

^A©J;5^f7U>l!!iIt;3D-f H->U* ; tf—:#A, y-f n^©^^ y ^Xgi ; 
flffl@?; ^'Jn-;P;DLD-fi/>; 7?M, 75?br>»©«k3fc:;&;i'#>HHK ; 5fe&#BW- h 
U ^ A©«k a fc*;i^>«:*- h U £ At ; fflE»^- h U *J A©<fc -5 ftfflS&fcft ; 9 £ U h U 

^A, ^^U;«^^v'^A© e };a^^^ , J;«mm;^7K^^ ^m7K»©ck5^« 

*tt'fb7;i/5-^A©«k5^JB*K'fb«; ;W8StM^ HJ ^>A> Xf7U >MX)Vi"y& 
CDi^fcHK ^>lfM«tt^J;m^>1f;i/3^A©«J;5^^^>lfMfi§^J;^fe«, # 
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1 HI^fcOTRgO. lmg (#?SIte:te, 0. 5mg), ±M 1 0 0 Omg (ffjgfcte, 5 0 Omg) 
#iPWS40«^}:^ HH^fcOTimo. 0 lmg ($fjg^«> 0. 0 5mg), _kRgl 0 Omg 
(Mfcte, 5 Omg) ^ACtUT, .1 BSfeD 17}M6IU> ^{'^CT^-r^^^^ 

zt. < >xv >mi&fcmm\zmm?zmmffi&mm mem* wm, mm* &ftm. mmm 
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mm^^tciti&immmomm •, &&ts. << >x u ymm&mmtizmm-tzmmffi-smm 
mffi&mi&mizmmTzmmmvfem ; < >x u ytm^mmizmmr^mmm^m 

(H»J 1 ) « D ^fgit^ffl (in vi tro) 

(i) m&mrn 

Mmiitfl*ifflflat*3T3-Ll«> American Type Culture Collection (ATCC) iOiAUfe. 3T3-L1 
*39-y>3— h«iaUfc24^U— hfc*ttb, «I?IIJKttte&*aT^TSr««& (DMEM, 25mM 
^;H3— 7., 1095FCS, 100u/ml^— >-0. lmg/mlT. 37*C43 c ktf5!S C0 2 

3-^v^;i/-i-^^;p^>5 1 >^a;^iMM^iJ-^^v'>^miPbfc^ (dmem, 25mM^;p 

n— X, 1 OX PCS, 100u/ml^n >-U >-0.1mg/mlX hl/^hT-f K:£ifcU ^fflMO^bS 

M#}Lfc. 2B^, ^$lAtM-<>XU>*#ty^W«%«g|b> MSr2BF^*bfe. 

• *(cii^©TO'fb'&^tt, aisofc»»bTMbfc. *»cs»©ttift'fb'&«i»tt r mm*\zmm 
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(2) mT&v&frmTZ 

«^l!-elltfci©tt^. YSmmWm [NaCl 6. 91g/l, KC1 0.37g/l, MgS0 4 -7H,0 
0.30g/l, CaCl,-2H 2 0 0. 19g/l, K 2 HP0 4 0.21g/l, HEPES 25mM, NaHCO, 2g/l, BSA (v^T) 0. IS, 
tMl/H^g^h'J^A O.llg/1, lOOu/ml^^U >-0.1mg/mlXhl/:/h^^>] T8fe#Lfc 

^SrSsjMU 10ftmzmM&WLQ^* ^>mmmm (Phosphate-Buffered Saline:PBS, pH7.4) 
<Dm^^©160Ml^4ml<D^^>^l/-^3>*^>^^*^^;PHionic Fluor (A°- 

X\t, MHSi¥CJti$:LT> 1.9ft (P<0.001) T&ofc. 

mm. mmm. mmm*±. mmmmm. %v<\z, mmm^mm mmm, mm. nmm. 

mmM2) mmQThfrMM&ftm (in vivo) 
(1) -f7;^$^><D^V7-s^<DM$&&.5- 
(i) Wfo 

C57BLAsj-db/db^?7. (&ttt> 5 Wto) *5<ktfKKAy («H^ 4 3If&) ^H^l-TJ; 

DIAU 1 ilWm^^ilKb$-&fc^ ^iOTUfc. #0W« 1 Z—V 5 BETlf ftg <F2, 
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(ii) B*§ 

mmmife u \zfcmmM&&zfima.&ft^ &tfshmm&mmiz, 1 t-v 5 e© 2 mz 

Kmc Usk\t. C57BL/ksj-db/db *M^B, 4 01, *3£tf, 14 

BgCs KKAy 7^X©1^H mSfcH&B, 4BS> 7HI, 14 B@, *5«t^ 28 BB^fro 

(iii) &#2rft 

y^nx^^>^^F2)^*{c:o.03%^d;^o.06% (wt/wt) te&sj^fcira*.* fcft 

(iv) m%. 

(2) ?7rt^?^>&^V7,*m^rc^>7sV>nMU.Wi 

^7/U^f>S 2 «|lfl«^#b;fc«k*.ktf* #«#©*© C57BL/ksj-db/db (n=5) 

£ 2 mmm-k^tto &mfc<D&m&mMVf£'&, -om> (ta-^u u u— ) * iu/kg 

TH«ttrtS#b» S-SWi&iMlU BM&«30$h 60 £\ 90 #\ £J;t^ 120 #fcJMMIftcfc OS&lfo. 

r/^t**^* 2 »IWg«|«#b;fclk:&«ktf *#&#©*© C57BL/ksj-db/db V^X(n=5) 
^TOM^WBJ:0 16KfFW«ftft*-a:fc. #«#©#S*»J£bfc:Sk (0.5g/l) 
"*2g/kgfc7a:S«fc5fcll«H!rtlS-^U f£#W*&Iirt8, W»«30^ 60#, 90#\ &<fctf, 120 
#K«IMIR<kDSJliLU JfiLttF«*«3tbfc. 
(4) /U^f>^9Xfi* ©#I«M8£ *fflVifc«fflJit)ji*liftU» 
(i) 1 aiBtft#bfc», *5<fc<^ #&#©!£© C57BL/ksj-db/db V>X (n=5) 

^offim^HflgJteM^tfmbfco jgmm©iitMflM«, mz znomwr-cm-otto mmu 

»S««*TSai3^<«JWfb, lmg/ml n^y^-ifl C7— »h» £^/ufcigi& (DMEM> lmM bJ 
;i/b*>^^-hUC7A, 25mM Hepes pH7. 4, 0. IX BSA, lOOu/ml ^—v-'J >— 0. lmg/ml X h I/^h 
37*C> &0\BlWtt-eMi:5Vfro Rf&&. 2. 5 «£S©±!Bi8«l$iJn*.* *ffl 
flgra^S 260 Mm ©^ y ^a. fcS bT|gl»aiJfi*4KS Vvfrtt, 100 jam ©* y ~>a. K5I bT 
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C57BL/6J^X (lEfT^X) fcl^T, jumtmmzmf^Mmmmm^mmvfto 
(ii) »5i03i*l6tt»ttKT©«k5fc:fT«3fc. JIBJftffll&^^a-^te^fc^iBSnsJ:^ 
«<m^bOO±IS«!S^100MK 90 I , *5j;tf, -f >XU >*tt 10# 1 £#UX 
^fc^a— :/fcflD*.» 30 < CT7 30 ^K««bfc. 0.6wCi O^WIbfcH'**^ 

^n-XfcJn*., SSfc30#ntoO6;b&. Elttt0lfeHMk«. v"J3>^Mt^> 
^x-!/teffrU*fcfcflM>b:fc. IBi»»«lft*»±JI©^^Ji*^-f7TilDOaJb, 4ml ©«E 
faz/>?-]/—zsa>Z) i y>?—m%t7y L )\'monic Fluor (/I— 3r>x;K=7— ) £^fr#^XA 

(5) *t* 

_h|B (1) (CfeViT, IE^2M«|^ ; E7 i ;i/T^^ C57BL/ksj-db/db V^X*3 £t*KKAy ^ 

(C57BL/ksj-db/db *7^X : 633mg/dK 438mg/dl ; KKAy "7^7 : 

521mg/dK 351mg/dl). . , 

JiflB (2) l^^-f>X>J>tf^H ^>XU>«!#«60#fc:fe^T, 
^>JK#»tt,*a#»«fcO%>^jftJalil»ffiST«ffc(*lft#» 411ig/dU«W 324mg/dl). 
JhflB (3) l^ltSllMTft -<>XU>^^60^C45ViTs y5/\*X^>&# 

±|B (4) C57BL/6J T^X*5J:^C57BLAsj-db/db-7^XOl|gJte«(3*3ViT> :/ 

C57BL/6JV^XT^^»©«^0^*S«#^WO1.4^C57BLAsi-db/db^^XT«, 

^>^)>&ffl&mm$\z.mwct : hffimm, mssmm. mmt&F±. mmmrn, 
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mnmi) §m 

>t h'Jf a 10 m s » 71. 55 «&> &mmmt fd^d tr;nr;v 
n-x (LH2i, fi^k^x^) 20 «> tt*-fe;i/n-^ (ytf^pmou jflflafci*) 20 & 

*3<ktf, ^^dr-fK7;P5>K^^5/^A (y-f->U>FL2, *±flS^XHI) 6.5§|5^^\>'> 

fc/^r;-^ «lt, #&njfcMl29.35 ^<k^7s^TU>^^^^ 

A (0*?ftJB) 0.65 V^Si$*1*— (tS*»f£0T) Ti^TS. #6tlfc«'&'»*fl'teL/ 
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1 . i 2 a^jioHMG- c o Amjmmmmn^M^^ vx^-t^ussamm 

2 . nsfctt2i«±oHMG- c o Am7mmm.wm&m$bfS,fr£ vx^mt^ >x »j 

3. HMG-CoA«7C»*ESffl^ D/U^^>, 7 

izUA**^>* Th^U^^x tr^nx^X *5<ki& uxrtx*?-> 

4 . HMG-C o AM7C#^ffll»J^ *»tt©HMG- C o A*^»*IB*a|-C»*fflf#© 

5. hmg-c oAmmmmmn^ 7 a ?rtx*9 L >&&xfinxKx*7>frtt*m&Q- 

7. ^7/U^?x n/t*^>,- -»;u^f>> ^;w^^^>, tu/u^>, T 

•tt2aK±©*9w* : fi^»^tuT^**r*, mmm. nouns* mwwf^vKui&imm 

> 

8. :/^a*x*5P>> o/u^fx «»;u^f> 4 y)Vrtx*5->* t'j;u^fx 7 
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1 0. lSSfc«2lK±0«OHMG- C o AlTcfiitiStM^t bTMt 

i 

1 3. if*&a2i^±oHMG- c o Am^mmmmMom^m^mjkmmiz^-r^m. 

15. HMG-CoA«7C#*Ba*»J*«, ^7/U^f>, D/tX^>, ^>r%M^->> 
7;Wt*^>, t'J/U^fX 7hMX^fX tf^AX^X 25<fctf, DX/U^f 
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i 6 . hmg— c o Amymmmmn^ 7»&cdhmg- c o AWTmmmmm-e&zm* 

1 8. HMG-C oAM7C»3i§l£#5W> :/^A**^>Tfc£fit5fc©fgHlf§ 1 3 3l*fett^ 

1 4J1<Z>#?4. 

19. 7 p ^a*x^^>, d;u^?x -»;u^fx y)krtx*f->* tu;u^fx 

20. d/u^5 l >, -»;u^f>, 7;wtx^^>, tu;u^x 
NHR*teft£ to, Wftje, artwu aafrifcEafi*^) u<tt^i»©/t» 

2 1. 1 2«£U:©3!K*&©HMG- C o A&7G#^B&^©^&fi£fiJfiLl&%l;:S! 

2 2. l«Sfett2a^±©7K^i40HMG-CoA®^^ffi^J©^a*^i&^fcS 
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